Bengt Winblad: Caregivers and family members say that their wives or husbands are more interactive, want to discuss more, take more initiatives. For example, one husband who is a taxi driver told that when he came home, his wife had been out shoveling the snow away from the garage entrance, which she had not done for a long time.
Jim Kallio: Are we assuming in this discussion that Namenda is being used in conjunction with a cholinesterase inhibitor, too?
Steve DeKosky: The experience of the nursing home study was without cholinesterase inhibitors. Bengt, I assume your comment was for memantine alone?
Bengt Winblad: Yes, I have commented only for monotherapy.
Bev Jones: I see many patients in AD special care units whose Mini-Mental State Examination (MMSE) is < 5. Recently, another physician has started several such residents on Namenda . Is it reasonable to expect a response in these severely affected patients?
Steve DeKosky: Bev, there will obviously be quite impaired people, non-mobile, perhaps with contractures, on whom determining a good response would be difficult. Much of the problem in designing these studies, and the reason that the early studies with cholinesterase inhibitors were done with mild to moderate patients, was because there was belief that it would be easier to show a positive effect on milder patients, and because there were no good tools to assess more severe cases for improvement or stabilization. We are now doing better in that regard.
Bengt Winblad: Bev, in our Latvian study we had a positive effect, also, on these patients. I have not initiated actual patients in nursing homes during the last year.
Bev Jones: Thanks. I realize data is limited on the most severely affected patients, but many families will be facing the question of whether to try Namenda .
June Kinoshita: Bengt, would you characterize the effects of memantine as being an overall improvement across the spectrum of symptoms, or is it more effective for certain aspects of the disease?
Bengt Winblad: June, I believe, without proof, that it has a good effect over the whole continuum.
Zaven Khachaturian: Bengt (Steve, Lon, and John, also), how much experience is there with this drug in the earliest stages of the disease (mild or even earlier)? Given the fact that the mode of action is through the glutamatergic system, one would expect it might be useful slowing disease progression by reducing putative calcium toxicity.
Bengt Winblad: Zaven, I agree about the possibility of disease modification. The preclinical data presented on memantine and its neuroprotective effects are really good and interesting.
I suppose we all have seen the new data on memantine with a possible effect also in mild and moderate stages of AD. Will that mean that we can treat the whole continuum of the disease?
Lon Schneider: The companies did not release any data, just their news releases. I do not think any of us have been able to evaluate the data. Lundbeck's trial was not positive.
Bengt Winblad: Lon, we all agree that our authorities will demand two pivotal studies that are positive. I have also seen a press release. Bengt Winblad: John, we have only 8-10 patients with combination. It seems to work well, but in two patients we have seen a confusional reaction that went away when dosage was reduced from 20 to 15 mg.
Lon Schneider: John, I think use of the term "combined with" acetylcholinesterase inhibitors is incorrect. The studies have only assessed the effect of memantine in patients who had been taking an AChEI for at least six months. This is an "add-on", not a combination.
Steve DeKosky: The Tariot et al. paper [1] is the only published add-on study with AChE inhibitors and memantine. Other data have been reported in short communications but not yet published and peer-reviewed.
Lon Schneider: Steve, it is notable that in the moderate to severe stage, add-on patients had been on donepezil an average of 2.25 years before being randomized to memantine. They benefited from memantine, but the "placebo group" -those on donepezil alone -continued to deteriorate at a rather rapid rate, as though the donepezil was having no effect.
Bengt Winblad: I agree that it could be an effect of memantine alone in the Tariot paper.
Steve DeKosky: Well, it may be unfair to say that donepezil has no effect unless you removed it and saw a further decline.
Gabrielle Strobel: Lon, do you mean to say the donepezil was no longer working in the Tariot et al. patients, and it was not really a combination therapy trial?
Lon Schneider: Gabrielle, a combination trial would randomize patients to donepezil alone, memantine alone, the combination of donepezil and memantine, and placebo.
June Kinoshita: So, Lon, do these data suggest that memantine has an effect on progression?
Lon Schneider: The studies have not been done to assess progression. It is just that memantine has a clinical effect over six months in moderate to severe patients who had been on donepezil for 2.25 years. Steve DeKosky: Antonio, the only treatment trial of use of antiinflammatories in AD (Naprosyn and ibuprofen) was not positive. There are no data yet in humans on Flurbiprofen, which people are interested in because of its potential effects on amyloid-β.
Lon Schneider: The R-enantiomer of Flurbiprofen is a non-steroidal antiinflammatory drug (NSAID) but does not inhibit COX1 or 2. It might modulate transcription pathways of NFβB, and it reduces Aβ42. Myriad Pharma is developing it, but there is no evidence that the use of antiinflammatories is helpful in people who already have AD. In fact, it appears harmful overall.
Jeff Paley: Steve and Bengt, are you believers in the metal-chelation hypothesis and Bush/Tanzi's clioquinol study [3] published recently in Archives of Neurology?
Bengt Winblad: Jeff, clioquinol is difficult to give; you have to add vitamins to avoid side effects. I had an earlier question about the experience of increasing dosage over 20 mg/day. My answer was that there is certainly some experience with memantine in trials on pain with 40 mg/day, but that there is a real risk that higher doses in dementia patients will lead to more side effects. Have you any experiences with higher doses?
June Kinoshita: Thanks for bringing this question up, Bengt. We posted a question before the chat from a woman whose husband seemed to benefit from a higher dose (40 mg), but her physician does not want to go above 20 mg.
Jeff Paley:
To all, what does the 10-plus-year experience in Europe tell us about long-term use of memantine?
Bengt Winblad: Jeff, the European experience is that memantine also in the long-term studies is a safe drug and that really few interactions could be expected, and I think that was an important point in the European approval in 2002.
Pallavi Kakulavar: In Europe, are they using memantine for mild Alzheimer's, and if so, do you know if it is effective? Bengt Winblad: Kakulavar, it is only registered for more severe stages, but mainly in Germany it has been used for several years in milder stages of brain insufficiency, and sold very well. Gabrielle Strobel: Bengt, is it not also true that fewer people in Germany take cholinesterase inhibitors? Is memantine the drug of choice over there?
Bengt Winblad: Gabrielle, I think memantine, together with gingko, is having the largest market share in Germany.
Bev Jones: I am interested in the prior European experience, too. For example, was there evidence in other uses that memantine helped moderate to severe disease more clearly than mild?
Kevin Foley: Steve, any trials underway looking at lower dosages or once-daily dosing, or reason beyond the Latvian study to believe that less than 20 mg per day would be just as effective?
Steve DeKosky: Kevin, Bengt would be best to answer your question about lower dosing.
Bengt Winblad: Concerning dosage, I think that for glutamatergic drugs, in general, we believe in a Ushaped dose response curve. Still, 10 mg gave a good effect in our nursing home study. Bengt Winblad: Bev, I would like to test in a trial for frontotemporal lobe dementia. I have treated three AD patients with severe frontal lobe atrophy and their reaction was rather modest or bad on the cholinergic drugs, but good on memantine, or actually, the addition of memantine.
Bev Jones: Good! It would seem the benefits would not be specific to AD.
Bengt Winblad: Bev, two European trials on vascular dementia with memantine gave very positive indications of effects [4, 5] .
Steve DeKosky: There is a great deal of work that has been done in Europe on memantine, and those studies, Bengt's nursing home study, and the two US studies did indeed indicate that memantine appears low in side effects. I think that is why, even with questions about the magnitude of the effect of the medication in terms of changes in behavior or cognition, people are enthusiastic about it and want to try it immediately in milder cases and in other diseases. The clinical experiences will lead to decisions about doing the controlled trials that must be done to demonstrate clearly that it works. Again, the issue of a symptomatic effect versus a neuroprotective effect will complicate the design. Kevin Foley: How does a busy doctor in primary care define "moderate" disease in the office, i.e., a candidate for memantine? Not all doctors use the MMSE or functional scales.
Bengt Winblad: Kevin, I still think that the MMSE is useful on the general practitioner (GP) level. A moderately severe demented patient has a need for support in more complicated tasks, but manages well to live at home.
June Kinoshita: Bengt and Steve, I was struck by the data on adverse events (AEs). In many cases, the memantine group had fewer AEs than the placebo did, which suggests to me that these AEs are actually disease effects that memantine was ameliorating. Would you agree with this interpretation?
Bengt Winblad: June, I think the reduction in, for example, agitation is due to the patient's experience of thinking a bit more clearly; that reduces the problems in the interaction.
Debra Katt-Lloyd: Steve and Bengt, what has been the typical titration in practice? Do you find doctors giving a 5 mg increase per week, or do they tend to spread it out over a longer period, for example, waiting a month in between?
Steve DeKosky: The dose packs have a very slow increase up to 20 mg. Most people were starting with 10, then going to 10 bid when buying the drug from European pharmacies. In the US, the increase has been slower in those packs. But I did not see a problem starting with 10 and going to 10 bid a week later. I am curious about Bengt's greater experience in this regard.
Gabrielle Strobel: Debra, good question. I think for galantamine, the speed with which the doctor ramps up to the full dose affects how well the patient responds and the side effects.
Bengt Winblad: Debra, in practice, I have seen everything going from 10 mg and after one week directly to 20 mg. In the patients with frontal lobe engagement, we went much slower than the recommended 5 mg increase per week. Debra Katt-Lloyd: Thank you, both -my experience with physicians prescribing the cholinesterase inhibitors is often that they would be slow to titrate up even without side effects.
Jeff Paley: Steve and Bengt, is there a downside to adding memantine to acetylcholinesterase inhibitors for all mild to moderate patients, since the safety profile is so clean?
Bengt Winblad: In many of the European countries, the downside would be that there is no reimbursement, and the drugs are certainly very expensive.
Steve DeKosky: In addition to expense, we have a responsibility to figure out how to answer the ques-tions in careful ways, such as in the incredibly difficult study Bengt did in Latvia in the nursing home. All our other speculation is just that, and AD patients are, as you know, very variable. The next data that will likely emerge will be from the completed studies of memantine in mild to moderate AD.
Kim: I do not understand. The package insert refers to three studies and the only one with significant results is when memantine is used in combination with donepezil. How can anyone consider using it in monotherapy?
Steve DeKosky: Kim, see Reisberg [6] .
Lon Schneider: The package insert refers to three trials, all positive. The Latvia trial had patients with both AD and vascular dementia.
Kim: What about the Neuropsychiatric Inventory (NPI), Clinician's Interview-Based Impression of Change-plus (CIBIC-plus), and MMSE? Not significant?
Jeff Paley: How might you account for the fact that one study in mild to moderate was negative, but there was a recent one that was positive?
Lon Schneider: NPI was not a primary; the coprimaries included Aβ-derived diffusible ligands (ADDLs).
Bengt Winblad: Lon, a subanalysis of the Latvian study showed that memantine had as good an effect in both Alzheimer's and vascular dementia.
Lon Schneider: Yes, in fact, both the FDA's and Forest Laboratories' subanalyses showed that. I was reacting to the idea that two trials in the package insert were "negative". This is not the case.
Gabrielle Strobel: With cholinesterase inhibitors, clinical experience is exposing an interesting tension between the need to boost ACh levels in the AD brain and to lower them peripherally, for example, to treat incontinence. Anticholinergic drugs are quite commonly prescribed in geriatric care. This can be a dilemma. Do any of you see inklings of a similar mechanistic "tugof-war" for memantine on the horizon, where you want to dampen N-methyl-d-aspartate (NMDA) receptors in AD, but might need to up them for other conditions? tine. What do you think of these? Do you foresee future use for AD from these candidates in the pipeline?
Steve DeKosky: The AMPA receptor is different from the NMDA receptor, and we first need to see positive studies before deciding about any combination therapies aimed at the glutamate receptor subtypes.
Bengt Winblad: I am not so sure that influencing the AMPA receptor is as good an approach, possibly due to more side effects. Gabrielle Strobel: Everyone's favorite thing eventually affects amyloid, does it not? Currently, everything is affecting BACE. I thought of it not directly as memantine affecting amyloid, but of presymptomatic amyloid as an early marker.
June Kinoshita: Is there any neuropathology data on patients who have been treated with memantine (and for that matter, AChE inhibitors) regarding effects on plaque load?
Bengt Winblad: June, I am not aware of reduction of plaques. We have run the Pittsburgh PIB ligand in 25 early AD and 20 MCI patients, and in some of these on more occasions, so I am sure Agneta Nordberg will present these data in Philadelphia in July. Steve, in the ECNP meeting there were data presented both on an effect on β amyloid production and also on diminishing the phosphorylation of tau in a report from Khalid Iqbal.
Steve DeKosky: It happened already. Very interesting.
June Kinoshita: Bengt, were you addressing your vascular dementia question to anyone in particular?
Bengt Winblad: June, I am happy if anyone will answer if we should do more trials with memantine in vascular dementia.
Lon Schneider: You should distinguish ischemic disease and continue trials in that. That is where the evidence is in Wilcock and Orgogozo's memantine trials [4, 5] .
Bengt Winblad: Lon, yes, perhaps "vascular dementia" is too broad and heterogeneous.
June Kinoshita: So what would be the inclusion criteria for a vascular dementia trial?
Bengt Winblad: June, probably we have to pick out, as Lon said, a group of patients that on imaging shows a more pronounced subcortical damage indicating that the blood-brain barrier of the penetrating vessels is not intact.
Steve DeKosky: I agree that the cases to focus on may be the subcortical ischemia/lacunar infarction cases . . . also easier to track longitudinally, I believe. Bengt Winblad: Jim, a large study is ongoing in Germany with a combination with Reminyl. I do think we will see similar effects as with Aricept. I am not sure about the design; perhaps Lon has an idea about that?
Steve DeKosky: There are no data on efficacy. By that, I mean the type that might emerge from a controlled trial.
June Kinoshita: Yes, efficacy data are difficult to obtain. In the meantime, people must also worry about potential adverse effects from combining two approved therapies.
Jim Kallio: So do we even know yet about synergistic effects of adding the cholinesterase inhibitor with memantine?
Steve DeKosky: I think there are many cases in which people have done that -added memantine to ongoing donepezil or galantamine. The former case would be like the Tariot study. I do not know if you can get an answer about "synergy" from that. Combined effects may depend on the stage at which you initiate the therapies.
Jim Kallio: A lot of caregiver concern is about whether it is worth the money to add memantine therapy . . . It can be expensive without insurance.
Lon Schneider: Again, no evidence that memantine and donepezil together provide additive effects, but strong evidence that memantine provides effects in people who had been taking donepezil for an average of two years or so.
Dave Grillot: I think the big questions for families are: When should it be started and when is it no longer worthwhile, and apparently, should the person stay on cholinesterase inhibitors? Steve DeKosky: Dave, specific data on which to make recommendations about your important questions are not available yet. No one knows when to take off the cholinesterase inhibitors. And although we know that the studies show effects of memantine on AD subjects with MMSE of 15 and below, we do not know "how high" to go -or will not with certainty until the mild to moderate AD studies are completed and reported, which we hope will be soon. The answer to when to stop is not a simple or unitary one, and requires careful discussion with your doctor and consideration of the status of the patient.
June Kinoshita: If a patient is already on, say, donepezil or Reminyl, can a physician feel comfortable about adding memantine to the treatment, in terms of potential adverse effects?
Lon Schneider: The evidence, as thin as it is, is that memantine added to donepezil reduces adverse effects, that it does not add AEs.
June Kinoshita: Lon, that is good to know. Based on what we know about the mechanism of memantine, are there any classes of drugs, foods, etc., that people should not combine with memantine?
Bengt Winblad: June, there are really few precautions to be taken, but certainly we have to be more careful with patients with reduced kidney function, recent heart infarction and, according to the recommendations, it should not be used in patients with epilepsy.
Susan Scruby:
For what it is worth, my mother has been on Aricept for some time, though at a low dosage. She seems unable to tolerate the higher dosage (we have tried three times). She started on the titration pack of Namenda on January 31 -it may just be wishful thinking on my part, but she does seem to be more engaged. Many of her conversations do not make sense, but she is more alert and aware, and more interested in talking with people and participating. This may pass, too, but I will take what I can get.
Bengt Winblad: Susan, I think what you report is exactly what caregivers report for us in Stockholm.
June Kinoshita: Sadly, our time is up. I want to thank our guests for participating in today's chat, and our audience for being here.
